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ABSTRACT Flow Cytometric Analysis of Whole Blood Reduced Immune Activation with Treatment of TB alone and TB/HIV co-infection
o _ o _ o o _ _ A B C TB treatment TB/HIV treatment
Background: HIV-TB co-infection is associated with increased levels of immune activation, viral replication, CD4 T cell dysfunction and decline 1000 - : Figure 1. 4 c.olor flow cytomgtry A Control Arm 5 Intervention Arm
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during the study. VL in the intervention arm declined at 3 (2.1 + 0.45 log ,, copies/ml, p<0.001) and 6 months (2.3 + 0.77 log ,, copies/ml, p<0.0001) Table |. Demog raphlc and Baseline Clinical Characteristics of Study Part|C|pants _ 80- < 80
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significantly in the intervention arm during the 6 months of therapy and was maintained through 6 month observation (p<0.01). Preliminary analysis of Gender 37% female 39% female 0.82
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Tuberculosis remains a leading cause of death among HIV-infected individuals worldwide, with over half of untreated ) TEOtr:ter ;altTr?nnt i TII'D;]/t ';Ir'\\//eg%?]tmrenm Figure 2. Median viral load was measured
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patients in Africa with AIDS having evidence of occult disseminated TB at death [1]. Although the development of TB in s, = transcriptase-polymerase chain reaction assay Monthe ; T e 1
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HIV-infected patients is associated with an increased risk of AIDS and death, optimal treatment strategies for co-infected = = (baseline) and every three months through 12 Figure 4. CD38 and HLA-DR expression on CD4+ and CD8+ T cells were measured by whole blood flow cytometry at study
L 87, months of study observation. The lower limit of enrollment (baseline) and every three months through 12 months of observation. Among control subjects, there was a significant
_ _ _ ® 25 T 25 detection of the assay was 400 copies/mm3, reduction in CD8+/CD38+ (A) and CD8+/CD38+/HLA-DR+ at all time points (E). CD8+/HLA-DR+ was not significantly decreased
patients remain controversial. = E : > i There were no significant changes in viral load among controls (C). Control subjects demonstrated a significant reduction in CD4+/CD38+ and CD4+/HLA-DR+ at 12 months and a
q : : : : , p in the control arm (A). A significant decrease significant reduction in CD4+/CD38+/HLA-DR+ at 3, 6, and 12 months (CD4+ data not shown). Among intervention subjects, there
In addltlon to progrESSIVe CD4+ T Ce“ decllne’ Several Other Immune dysfunctlons have been attrlbuted to HIV Baseline 3mos  6mos  9mos 12mos Baseline 3mos 6mos 9mos 12mos In viral load was observed at 3 and 6 months in was a Significant reduction in CD8+/CD38+ (B) and CD8+/CD38+/HLA-DR+ at 3, 6, and 12 months (F) CD8+/HLA-DR+ was
%5<0.05 between baseline viral load and 3 the intervention arm (B). significantly decreased a 3 and 6 months in the intervention arm (D). Intervention subjects demonstrated a significant reduction in
and 6 month time points CD4+/CD38+, CD4+/HLA-DR+, and CD4+/CD38+/HLA-DR+ at all time points (CD4+ data not shown). At both 3 (p=0.01) and 6

Infection such as enhanced T cell activation, decreased T cell proliferative responses to antigens, impaired T cell cytokine (p=0.007) months of study observation, participants in the intervention arm had more significant reduction in CD8+/CD38+/HLA-DR+

than control participants (non-parametric, cross-sectional analysis).

production, and alteration of T cell subsets. Although the pathogenesis of TB-HIV co-infection is not well understood, MTB Table I1. Total and CD4+ T cell subsets during 12 months of Immunologic Follow-up
Infection is believed to provide an immunologic environment characterized by cytokine and chemokine irregularities Control Arm Intervention Arm p-value* CONCLUSIONS
o o _ o S _ _ Total CD4+ (absolute)
permissive for enhanced HIV-replication and immune activation [2]. Immune activation Is a strong predictor of disease Baseline 609.5 532.5 >0.05 «Among HIV-TB co-infected patients with preserved immune function, TB treatment alone (control arm)
rogression in HIV-infection, and may contribute to the increased mortality associated with HIV-TB co-infection b months 240 2945 >9.95
Prog ’ Y Y | 12 months 608.5 527 >0.05 and concurrent TB/HIV treatment (intervention arm) produces sustained decreases in immune activation,
Naive (%)  (CD4+/RO-/62L+)
OBJECTIVE Baseline 4T 44.1 >0.05 and this reduction is most pronounced among intervention subjects while on therapy. Control subjects
6 months 47.5 46.5 >0.05
Study objective was to determine if 6 months of ART (Trizivir: AZT, 3TC, ABC) given concurrently with standard 12 months 49.4 48.3 >0.05 experience significant reduction in immune activation despite negligible reduction in HIV viral load.
Memory (%) (CD4+/RO+/62L+)
TB therapy would produce sustained reductions in immune activation and viral load (VL), and improvements in CD4 and Baseline 38.5 39.3 >0.05 These findings suggest that treatment of TB alone allows for reduction of immune activation in co-
6 months 41.5 38.3 >0.05
CDS8 T cell counts, subsets, and function, when compared to TB treatment alone. _ _ _ . .
u u unction, w P 12 months 35.2 36.3 >0.05 infected patients.
Effector (%) (CD4+/62L-)
Baseline 12.8 14.8 >0.05 : : : .
METHODS *Treatment of TB alone and combined TB/HIV therapy increases the proportion of naive CD4+ T cells.
6 months 11.3 13.7 >0.05
12 months 15.3 11 >0.05

A prospective cohort study, composed of participants within a larger phase 3 open-label randomized controlled «Concurrent TB/HIV treatment produces sustained increases in global T cell effector function as

*Non-parametric, cross-sectional comparison between 2 arms

clinical trial entitled “Randomized Clinical Trial of a 6-Month Punctuated Course of Antiretroviral Therapy In Ugandan Sustained Improvement in T cell Effector Eunction with Treatment of TB/HIV Co-infection measured by |FN_gamma prOdUCU()n IN response to PHA. T cell responses to MTB and HIV Specrﬂc
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A Control Arm B Intervention Arm proteins were not significantly improved in either study arm.
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HLA-DR on CD4 and CD8 T cells), percentage of memory (CD45 RO+), naive (CD45 RO-) and effector (CD62L-) CD4+ c D ey eteen baselineand o, 3, and Sc‘i_e‘jlfi;‘;}f'i?jlﬂf mef;fasg' n ﬁ]fei?e:gn?g:n(m{a

s 0 T ~Culture fitrate g +0 T —cunurefimate  production in response to PHA was observed in
T cells, and T cell IFN-gamma production in response to the mitogen PHA and MTB and HIV antigens after a 7 day E 3 8- pgssh E 38 8- Agssh the intervention arm at 6, 9, and 12 months (B). AC KN OWLEDG EM ENTS

55 ipjj C:a:e‘[\) 5 30 ~4p24, clade A There were no significant changes in interferon-
. ) L. ) S om2b p24, clade C o 25 ~#=p24, clade D . : o L oo i
Incubation. Sub-study participants were representative of all PART enrollees and were selected for sub-study enrollment gr‘i 20 E ., ﬁﬂa}rrgrr;arl mi)/cfl:g:g;?i cinarrlet?gpeonnssteetsct)e?jn% ctn;] tehe Thanks to all study participants, PART clinical staff, home health visitors, and laboratory staff of the Joint

o £ 1 g 18 intervention arm (D). Clinical Research Center in Kampala, Uganda. Funding provided by: NIH Al079847-01 and Rainbow
based on the availability of laboratory results. w0 . . Babies & Children’s Hospital Fellowship Research Award (C.L.); NIH NO1 AI70022 Contract:
N & & ELE
& & 0 N HHSN266200700022C (W.H.B); NIH Al051219 (C.W.)


mailto:csmahan@gmail.com�
mailto:csmahan@gmail.com�
mailto:csmahan@gmail.com�

	Slide Number 1

